Introduction: The development of Bullous pemphigoid (BP) in a patient with Psoriasis vulgaris (PV) is rare, as Bullous pemphigoid affects a different age group and its cause is not related to psoriasis. The cause of coexistence between the two diseases is still not clear and requires more reporting and review. Case Presentation: Here, we report a case of a 55-year-old woman with a 22-year history of Psoriasis vulgaris who developed itching and blisters to all four limbs around the scaly plaques of PV. Biopsy of the lesion revealed sub-epidermal bullae and an eosinophilic inflammatory infiltrate. Immunofluorescence microscopy showed linear C3 deposition at the basement membrane zone, and the condition was diagnosed as Bullous pemphigoid. Treatment in such conditions varies among reported cases, and includes methotrexate, cyclosporine, dapsone, azathioprine, and others. In this case, methotrexate was suggested but because patient could not tolerate the course of methotrexate she was started on a combination therapy of cyclosporine 100 mg PO twice daily and tetracycline PO 500 mg PO Q 6 hourly. Both conditions showed significant improvement within 4 weeks. Take-away lesson: As the cause of the concurrence is still unclear, the correct management for such cases still vary. The case report highlighted our experience to benefit dermatologists and physicians, with one therapeutic regimen that can benefit patients who cannot tolerate methotrexate due to its side effects. Keywords: Psoriasis, Psoriasis vulgaris, Pemphigoid, Bullous pemphigoid, Linear C3 Deposition Note: This case report is prepared using the CARE Checklist (2013) of information to include when writing a case report (https://www.care-statement.org). The CARE guidelines for case reports help reduce bias, increase transparency, and provide early signals of what works, for which patients, and under which circumstance.
Introduction
Bullous pemphigoid is a known skin disease characterized by the eruption of tense subepidermal bullae. It affects mostly elderly people over 70 years of age (1) , whereas Psoriasis vulgaris is a chronic inflammatory skin condition that is characterized by the emergence of scaly plaques on the skin (2) . The concurrence of the two diseases in one patient is a rare event, and the pathogenic relation between them is still unclear (3) . No other cases of such association were reported in Saudi Arabia. It sheds light on a different presentation and age group for Bullous pemphigoid among patients with psoriasis within the population of Saudi Arabia and worldwide which can be of clinical significance if the association between the two diseases was understood. In reported cases, different treatment modalities were used including methotrexate, cyclosporine, dapsone, azathioprine, and many others. It was necessary to approach our case differently, as our patient could not tolerate methotrexate and we had to look into alternatives. A combination therapy of Cyclosporine and Tetracycline was used and it showed significant improvements in both conditions. The value of our case involves highlighting a different treatment regimen for a rare association between two dermatological diseases for patients who could not tolerate methotrexate as a management for their condition.
Case presentation

Patient information
The patient was a 55-year-old female (white, homemaker) who was a known case of generalized Psoriasis vulgaris for more than 22 years, mild systolic hypertension, and dyslipidemia. She presented at the dermatology department at King Fahd University hospital in Khobar, Kingdom of Saudi Arabia for follow up regarding her psoriasis where it was noted that the patient had developed multiple blisters over her limbs that were causing itchiness and discomfort ( Figure 1 ). Figure 1 . tense blisters and plaques of psoriasis occurring simultaneously in the patient.
Clinical Findings, relevant past interventions and their outcome
The psoriasis was controlled by topical treatments (calcipotriol cream, clobetasol propionate ointment and Tar and Salicylic acid shampoo) until her condition began to deteriorate and her psoriatic lesions covered more than 60% of her body surface area. Thereupon she was started on cyclosporine at a dose of 150 mg twice daily after being medically evaluated. The patient's psoriasis cleared and she was clinically free of psoriasis for about a year, after which she started complaining of a severe generalized itching, which was initially thought to be related to Psoriasis vulgaris. However, this itching was followed a month later by an eruption of tense bullae. The bullae were distributed mainly over her upper and lower limbs and to a lesser extent on the trunk with sparing of the mucous membranes.
Diagnostic Assessment 2.3.1. Diagnostic methods
A biopsy was carried out, and it revealed sub-epidermal blisters and eosinophilic inflammatory infiltrate. Immunofluorescence microscopy showed linear C3 deposition at the basement membrane zone, and she was diagnosed as a case of Bullous pemphigoid. Psoriasis lesions were also seen at the time of the eruption of bullae.
Diagnostic challenges and reasoning
The patient was not eligible at first but due to her condition she was filed for eligibility and her request was approved. Her condition was first thought to be related to her Psoriasis, but to rule out Bullous pemphigoid, a biopsy was done and it revealed sub-epidermal blisters and eosinophilic inflammatory infiltrate. Immunofluorescence microscopy showed linear C3 deposition at the basement membrane zone, and she was diagnosed as a case of Bullous pemphigoid. Psoriasis lesions were also seen at the time of the eruption of bullae.
Prognostic characteristics
Both Psoriasis vulgaris and Bullous pemphigoid are chronic diseases that have multiple factors affecting the prognosis. Relapses can occur in both diseases.
Therapeutic Intervention
We decided to start the patient on tetracycline 500 mg/6hr, and opted to avoid systemic steroids for the fear of flaring up her psoriasis when tapering the dose. She was still on cyclosporine to control her psoriasis, and regular monitoring of cyclosporine level was carried out. The patient showed significant improvement for both conditions. Bullous pemphigoid lesions started to resolve by the following month. Both conditions improved significantly within 4 weeks after the initiation of treatment.
Follow-up and outcomes
The patient's condition resolved regarding her plaques and blisters within 4 weeks while on the medication ( Figure  2 ). As we were tapering down the medications, she developed tinnitus and vertigo, which can be caused by Tetracycline, and medication was discontinued. The patient was on follow up with the dermatology department over the following years and her blisters did not recur. For her psoriasis, she was maintained on cyclosporine and she was responding well. However, her psoriasis flared up later during that year as the patient was undergoing psychological stress due to social issues, which improved later on the same therapy. 
Ethics of case report
The Research Ethics Committee in King Fahd University Hospital approved the case study #2025418985. A written informed consent was signed by the patient on January 22, 2019 and was attached. Patient confidentiality was maintained as nothing that can be related to the patient was written in the case report.
Discussion
The coexistence of Psoriasis and Bullous pemphigoid was first described in 1929 by Dr. Bloom where he highlighted the association of both diseases and their concomitance (4). Some literature report Psoriasis vulgaris as being linked with several other autoimmune bullous diseases (5) (6) (7) (8) . Bullous pemphigoid is the most frequent condition to be linked with psoriasis among all other bullous diseases; around 60 cases of such associations have been described in English literature, but it is still a rare occurrence. It was reported that this association is more common in males than females with the onset age averaging at 63 years. Psoriasis preceded the development of Bullous pemphigoid in most cases, and the average time interval between the two diseases was around 20 years (ranging from 1-60 years) (3) . To the best of our knowledge, our case is the only reported case of such association in the Middle East. The exact mechanism for coexistence of both conditions is still not fully understood and was not identified in our case. However, the literature highlights that the association is not coincidental. A few theories have been suggested such as the irritating nature of some treatments of psoriasis, pathological events at the basement membrane from psoriasis itself, common immunological or immunogenetic mechanisms and triggering factors occurring simultaneously which result in precipitating bullous diseases in these patients. It is difficult to highlight a single causative factor in the development of Bullous pemphigoid in psoriasis patients as it has occurred in patients undergoing random treatment modalities, and in those who were not receiving any treatment for their condition (9) . Some case reports have highlighted the role of PUVA therapy in the development of Bullous pemphigoid in cases of psoriasis and even in non-psoriatic diseases such as vitiligo and Mycosis fungoides (10) (11) (12) (13) (14) . Our patient underwent PUVA therapy for her psoriasis but it was discontinued around 3 years before she developed the blisters, which made the association unfavorable. However, Abel et al. suggested that PUVA triggers the autoimmune reaction de novo as it modifies the cellular DNA and nuclear proteins antigenically, it also alters basement membrane proteins, such as BP antigens, hence explaining the relationship (14) .
Attention is now being set towards a possible immunological association between the two diseases. As recent studies have established that the primary pathogenetic subset of T cells in psoriasis is Th17 and not Th1 as was previously understood, it is identified that this subset of T cells also plays a key role in autoimmunity, but this was not studied in our case (15) . Therefore, psoriasis might be predisposing the immune system in a way that, under a set of circumstances such as the dysregulation of T-cell activities, leads to autoimmune responses resulting in the release of antibodies to the antigens of the basement membrane in psoriasis patients.
Treatment in such conditions varied among the reported cases, and included methotrexate, cyclosporine, dapsone, azathioprine and others. The use of systemic steroids was avoided in such cases to avoid triggering pustular psoriasis. A course of methotrexate was suggested to our patient but it was refused as she had experienced many side effects such as blurry vision, nausea, and severe dizziness during a previous trial that was intended to control her psoriasis, and biological agents were not available for the patient. A combination therapy of cyclosporine 100 mg PO twice daily and tetracycline PO 500 mg PO/6hr was initiated in our patient and both psoriasis and Bullous pemphigoid improved significantly within 4 weeks.
Conclusions
The development of Bullous pemphigoid in a patient with Psoriasis vulgaris is rare. In our case, a 55-year-old female known case of Psoriasis vulgaris developed itchy blisters on her limbs, which were diagnosed as Bullous pemphigoid by biopsy. Unlike most reported cases, we could not proceed with methotrexate as our patient could not tolerate it, and was given a combination therapy of cyclosporine and tetracycline instead, which showed significant improvement over 4 weeks. Even though the association between the two diseases was first described in 1929, the exact mechanism of association is still not fully understood. Multiple theories were highlighted in the literature but none of them were directly associated and there was no main cause identified, which calls for more future research and encourages the reporting of such cases.
